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(57) Abstract 

An anti-HIV agent comprising an antisense DNA hybridizable with the region on the (3') direction side of a splice donor site in the 
nucleotide sequence participating in HIV- 1 RNA dimerization, in particular, with the sequence that corresponds to the one ranging from the 
position No. 773 to the position No. 789 of the HXB2 nucleotide sequence and that is present in the HIV-1 RNA. 
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m m m 

tXH I vm 

7>ft>XDNA^Wt4jn;H 1 V£lJIC(i-f £ *>©-?£*). 1¥ 
L<M\ HIV-1 (khM^^-f^X *4f- 1 ) 
T. H I V - 1 RNAOZMi:M4t5?^ U*^ KK?iJ<t>W7'U -y Kff; 
^-TST>^-tr>XDNA^^Wr^^H I V^J(C^-r 5 *>©Tfc£ 0 
0 0 0 2] 

H I V- 1 C^t-^-^it^RNA©-!:^, d©?^*©^ 7 

^;UO^<otI»OXt-7 7 0 0$iJS|I, 0J;ili\ (1) -fl:fl:ii ^ Tmtf&is 
^;U7;^J&©i!iJJiT$>S. (2) -^kli^n^'^^^ (proviral) DNA 

6 [J. Mol. Biol.. 229, p. 382-397 (1993)#bb] o ft^T. C©x-f 
li-rs^JWH I V- l©i*m£WJirs::£{rtt9> Wffl^-XAi: 

H I V - 1 RNAC2ifti:l4t5i^M^H I V - 1 
RNAIi. HIV-1 RNAtl^DH^T-M^-r^Ci. J; tfli * © * 
> II *f S mW) iZ o T *> TO li 12 (3' Hi) U W L T I* § d i: #fg£ £ ft T I* 
£ [J. Biol. Chera., 270, p. 8209-8216 (1995)#K] 0 ft^T, HIV-1 
RNA©-fi>ftK||fiJ-££< ©W&li, WHIV-1 R N A^-ffll^Tfrtofl 

^£©ffl»^ HIV-1 RN A<D--d <D ffimfr-&itl~m5- LTl^ZZ 
ttiM&Ztl. -6 © ~ Hit <C 81-^3X7° 5^ X K>- t-f h (Splice donor 
site) ©5' l&;&fS]{BiJ©^c© ? 7 b*f- KB^iJlCOOTiijEffiltl^^tlTl^ 
S [J. Biol. Chera., 270. p. 8209-8216 (1995) #BS] 0 l*^U tfc^©X7°5 
-fx K*- h©3 V#M©1I$Koo-ui. ^/clff^firfrftT&'i 
"f\ rMttM^tt*? u*^ Klf|5^©E^Jc-^^^TIi^^nTt^/ < j:c^ 0 
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*mM%a. ^ftmmmvkfc, h i v - 1 RNAzift*fltt«7 

>^-fc>XDN A<Dmmzr>^xmMm3ZLtz£Z*>^ HIV-l RNA©~ 
fiteKfcttS±ie*&£©^i£©? ? is** Kge^J^-^-rsiifcir, c©ig 
^M/'J v Ki^t57>ft>XDN A^-mtilL/io Ullx HIV-l 
RNAO?7Utf KSe^J*< 7 7 3^67 8 9 [7*1/*^ K©Be?iJ#-t(i 5>- 
(Genbank) SIMM-K 0 3 4 5 5 t>©t*5 0 AIDS 

RESEARCH & HUMAN RETROVIRUS (1987) Vol. 3, p. 57-69] £ TKffiS*- -5 R N A 

na-fb*Pl#-rS^»)7?<£< N HIV-l RNA^7-^t; v-,-^ 

-tUt>*>^ *%*mH 1 V- 1 RNA©n»fl:KM#-f KKfll 
^X/7^X K^-— h©3' titfTf&MWJ©«tt£'W7'J KJgfiJc-TS 
7>f-b>XDNAmt4Ci$#iit5ttH I V3iJ£$§£t-r* fc©T* 

So 

its #38HJ3(iH I V- l RN Ao-RfcuM^-? Z> ? ? i/^-f- KB2?iJ*© 
K>- -9->f h©3' {i^fflijT^oT. HXB 2 ©7 ? K 
E71J7 7 7 8 9^TICffi^TSffi^ljTH I V - 1 R N A SiBFIJlc^ 

* K^fiJct-S7>f-t>XDNA^#WrSCt^^iiit-S^H I VJflJ 

£$t#rf st>©-c*s 0 

$ teK*^ HIV-l RNA©ZjKkJCH4-TS7^ b^-^ K 

W©X^7^X K>- tf-T h©3' ti^-I&JfflijT^-^T. HXB 2©7 ? 
U*f- KSEJIJ7 71^^,7 9 2 *T<Cta^-r-5K?ijTH I V - 1 RNAEWK 
*4M7'J7 W757>ft>XDNA^fftl. d <t £#^<t-f S ft 
H I V*j£«4ft-r* *>©"?**• 

— ttir, HIVii, *©«»E^J^#JC^*L^>-r^*<RNA*<-»{*:jj4^ 

-c&msn*:, ^i-*-Sf*^iwfi^^K^j(i^H i v Ko^-cg^pjitt § 

nJtfefl36<**. Ifc^oT, JKTKfc^Tli. HIV-l RNA©-fi{fcirK| 
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*-*\ HI V- l©HXB2^D->^«iit5^L, 3ti£<c L T C ©fe2f 
DNA (&?ij#^4 5 5 - 1 1 7 0, OTE?lJ#-5§-©*£fe <T) 
5Xi K£i#i|il£-ti\ o^T^JRg^P v u I I £JB^T1 1 4 6 ©ftffT 
SJ*rU o^T^^fCctO^H IV-1 RNA (4 5 5- 1 1 4 6) ^ 
/Co |£S|5#H IV-1 RNA (4 5 5 - 1 1 4 6) l±, ImM MgC 1 2 *s -k 
tflOOmM KC1 (y^-MM) Ttoa-TSCiJCJ: 

^ g£fcSftfcS|$#H IV-1 RNA (455- 
1146) ^7-OlOOmM L i C U NaC K KC UfcttCsC 1 
^STCfel^i^tt^, IV-1 RNA^v-©fc©£:Jt«L 

Tm (Kffffift) ffi(iJHl*fc-f *>KMfli<j:<8j3 5°C^L. mm 
«T*ofc 0 COCiJi, $B#H IV-1 RNA (455-1 146) # 
H I V - 1 RNAO*f*tlTlLTl^:t*, ai<$«Ft5fe0T* 

So 

*$fcBJ3#t*, g($#H IV-1 RNA (455-1146) ©Zl*fl:£|!&g-$- 
^DNAt'J ^v-^|^M^^< H IV-1 RNAO?^tf K (73 1- 
8 5 0) KffifiifattDNA;*') z/v- (1 3~2 2|@®»btt5) £/fl(^T 
fcftLfcid^ K£B# (7 7 3 - 7 8 9) r*7 >f-4r > 

XDNA R3 (771-790) , R3d (770-789) s 

R3e (771-792), R3f (773-790), R3g (7 7 3 - 

792) ] *<w2&t&9 cmmmmimm) , ? *i,*f-K— 

*^ 3 ' to* 5 ' a^|S]i:fnfc *> © [flUtf, R 3 c ( 7 6 9 - 
788) ,R3h (774-793)] tt^»ftT* 5 1 H -5 *r&«*0jE,£f# 

MIC, ^HB^^Ii, ±!B©fgtttt7 >XD N A*<S|J#H IV-1 

RNA (4 5 5 - 1 1 4 6) ^7-*«y7-i:^«e*«fr§H»^»5 
SHBfcfTofco 7 * l/^-f- nm ( 7 7 3 - 7 8 9 ) Tar 
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>^-tr>XDNA(*. ffl4tt#fl«|lwRNA^>f v-(c^jS?-T 

*5BW©t»LH I V*ljKjfll>£*l57>f"tr>*DNAtt\ itftT-£&&i*©l5 
l^nMfc^/&&KJ;^£- *ft4fl<Z>ft;H I V£iJ©W#l 
*^©Jn:H I Vftjte, ±I£©$a£#$fc£t>o:r>^-fe>xDNA£, fi3t© 

©^ji!iit©#j*nufc*<oTx mu mm. sum. >j#v-a»k 

-te > x D N A £i|i&L S/;liMI^*tffi^5:i^§, £fcffe©EI6l 
TKx 7- K ffltf Jflffifl&ttu ^ot°U> *'Jxfi/> 

[m®©ffi^<£ra] 

[01] #^©T >XDNA (* 'J ^7 ? K) C«fc3£&# 

HIV-1 RNA-i^©Pl#^^fflftfPfflffiHglT*)0. 

DNA (**) =7 7 ? l/** K) ©^Jg^^1- 0 

[0 2] #36i8©7 >ft>7DNA (t'J^?ntfF) Ccfc*$|S# 

Hiv-i rna^ v-otfK^-rfflaftfflfflttm-efc*). sati*; 

-?-©£fH::2*-r**y ■?-©/•?-* >-r-^£, mmtry^^y 
7.DNA (t'j3'?ntf K) ©2§g^^-r 0 
[^IWJ] 
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mmmi 

7>ft>7DNAi:j;5WlV-l RNA©-»<fc|5I# 
5S^©7>^-tr>xDNA [R 3 (7 7 1 - 7 9 0) , R3d (7 7 0 - 
7 8 9). R 3 e (771-792). R 3 f (773-790). R3g 
( 7 7 3 - 7 9 2 ) ] lirfrJES [DNA J > 9 ± y B + ,i 4 > ? . 
(International Inc.) «J] ^^«t/: 0 IftStt *9 5t, 3#) Ltz 
7^»HIV-1 RNA [(4 55-114 6). 6nC i 32 P/o. 
5 U g) ] ©7j<*g&7 ^ 1 ili:g$nfciS<!:/ < i5i97>ft>x 

^tl^^zgjg ( 5 0 mM Vf^A Tjnx-fU-h. 1 OOmM KC1 
fcJ;tflmM MgCl 2 ;pH^7. 5) ©fcCttSo lO/zlC^M 
£. 3 7m Itra-r N L£&. t>7 a ;^7*'n-xy« 

7>f-(rj;^^aiL/c 0 (96) ttr>-> M h V-fribfttb 

H»J2 

T >f--fe >X D N A ICJ: -5 dU^-H I V - 1 RNA*V v-©#|? 
fi^ttt/c 32 P ^MfcSMfrH I V- 1 RNA [(4 5 5 - 1 1 4 6 ). 

8nCi. 0. 5^ g ] ®7mm8 u 1 11^ mmmi tmcyj^-Bf&mffifc 
2 1 3 7Vx'inm-o^^K- h LT-iYkL/^. m2ic^$n 

£zg£<h/<t*J:9 7>f--tr>XDNA (§£Jfc#J 1 & t ^ T ffl I ^ £ ft R 3. 
R3e. R3f. R3g) ©7}<*g#n n 1 llHH/: 0 Sttii^«J 

£. 3 7tTiSff^O*a<-hUi, •9->^^ft^T77D-xy;um^ 

7^-i:J;^Mlfcc (%) (i^>> y 

fc e ^n^<D^n^iii2fi^-r 0 
[MW] 
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mmm 1 

T>^-tr>7.DNA R 3 (7 7 1 - 7 9 0) 2 0 g£3£$g©7 K**l7k8tt 
7>ft>^DNA R3e (7 7 1 - 7 9 2) 1 0 g£$3B©7 KtfttTKJS 

-©.sjsaji^ mkt&t>itx i isi 2 ~ 3 i B^i5i*is-rso 

«J#J3 

7>f-tr>XDNA R3e (771-792 ) 1 g II s ffiM iJ ij *Ii 
9 9 9 g£i[J;LT6 0 o C©7toS±T'$l£L£&. fiRJBLT Hi^^O 2 g ©Mj 

Mffi 4 

7>f-fe>xDNA R 3 (7 7 1 -7 9 0) 2 0 g> Tcliftl 0 0g, Hf$3 
9H^U>^> 1 2 g. ^-U-T >$0. 5 g. -tr 'J > 2 5 g, 0. lN-^t 

ft*fc«*ffli>TH«*W«-f So c©?Ltt£l 2 It, 2 0^IHiK£}9K 

BALB/C7-)Xi:> 1 00Ag/Kg7>ft>xDNA R3e 
( 1 7 7 1 - 7 9 2) *nertta:4Ufci-55Et:«l*e«>«:^o/:o 
z c-c^$ti/c«t 9i:> #f&BJj©ifcH I V*iJ{** 0l*.{i'±f£©7>^-t >x 
DNA R3e (771-792) ©W^S-^ftKfcOT^Tfc S d £j&<M82 
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is # © m m 

1. HIV-l RNA(D-g.itKM5-??>? y Uff- KEFlJt© X 75 X 

DNA^ft SC<t^#®<t-rStJtH I V^IJo 

2. HIV-l RNA®ZMi:l34t57 ? u^f- KEWox/^-f X 
K>- IMhtDS' ^|6]iBijT*oT. HXB 2©?^l/tf KIE^iJ 7 7 3 
*^7 8 9^TJCffi^-r^@e?lJTH I V - 1 RNAK£>£@e?lJd/W7''J -y 

3. HIV-l RNA©ZMi;|4t -5? ? u*^ KI^U^^XT 0 ^ >f X 
K*— •9-<h©3* tt^|p]#jT'£>oT, HXB 2®?^ Utf- KI£3ftJ 7 7 1 
*^ 7 9 2 £?lzm%?Z>mm?H IV - 1 RNAK^JJCfc^-f^'J K 
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